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Alora® 0.05, 0.075, and 0.1 mg/day transdermal systems are approved under NDA 20-655
for: Treatment of moderate-to-severe vasomotor symptoms associated with the menopause;
Treatment of vulval and vaginal atrophy, and; Treatment of hypoestrogenism due to
hypogonadism, castration or primary ovarian failure. NDA 21-310/N-000 seeks approval of
Alora® 0.025 mg/day for the prevention .. ——————— of postmenopausal osteoporosis.

One study has been submitted

to section 6. Protocol 1996023 was a phase 3, 24 months'

duration, dose-ranging clinical study in which PMO women were treated with either one of
three Alora® TD systems or a placebo TD system. Pharmacokinetic samples for serum
estradiol determination were obtained at baseline and after 12, 18, and 24 months of
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treatment® The pharmacokinetic analysis of this clinical study as well as an Emax model
relating serum estradiol concentrations to absolute changes in bone mineral density have

been submitted in Section 6.
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OFFICE OF CLINICAL PHARMACOLOGY AND BIOPHARMACEUTICS

REVIEW

NDA: 21-310 Submission Date(s):  16-Jan-01

Brand Name Alora®

Generic Name Estradiol Transdermal Systems

Reviewer Wei Qiu, Ph.D.

Team Leader Hae-Young Ahn

OCPB Division DPE i

ORM division Metabolic and Endocrine Drug Products

Sponsor Watson Laboratories, inc., 417 Wakara Way, Salt Lake
City, Utah 84108

Submission Type Original NDA

Related NDA NDA 20-655

Formulation; Strength(s) Transdermal Patch; 0.025, 0.05, 0.075 and 0.1 mg/day

Indication Prevention + of postmenopausal
osteoporosis

L Executive Summary

Watson Laboratories, Inc. submitted. an NDA 21-310 for four strengths (surface areas) of Alora®
Estradiol Transdermal System (EMTDS), 0.025 mg/day (9 cm?), 0.05 mg/day (18 cm?), 0.075
mg/day (27 cm?), and 0.1 mg/day (36 cm*) on 16-Jan-01.

Presently, three dosage strengths of Alora®, 0.05 mg/day, 0.075 mg/day, and 0.1 mg/day are
marketed in accordance with NDA 20-655 that was approved by the Division of Reproductive and
Urologic Drug Products for the treatment of moderate to severe vasomotor symptoms associated
with menopause.

This application provided a clinical trial to support an additional indication of prevention —

——— of postmenopausal osteoporosis for cumrently marketed dosage strengths of
Alora®, as well as related information to support a new 0.025 mg/day dosage strength for the
osteoporosis-indication. The new low dosage strength has an identical formulation to the currently
approved strengths and differs only with respect to its surface area.

A. Recommendation
>
The Office-of Clinical Pharmacology and Biopharmaceutics/Division of Pharmaceutical Evaluation
2 (OCPB/DPE-2) has reviewed NDA 21-310 submitted on 16-Jan-01. The overall Human
Pharmacokinetic Section is acceptable to OCPB. Labeling comments outiined in the labeling
section of the review should be conveyed to the sponsor as appropriate.

Wei Qiu, Ph.D.
Division of Pharmaceutical Evaluation ||



Office of CIini&gl Pharmacology and Biopharmaceutics
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n. Summary of CPB Findings

Dose proportionality of the 0.025 mg/day, 0.05 mg/day and 0.075 mg/day strengths was
assessed by measuring serum estradiol concentrations in the study population participating in a
placebo-controlled safety and efficacy study in osteoporosis (Protocol 1996023). Serum samples
were collected at a pre-treatment and at the end of 12 months (Cycle 13), 18 months (Cycle 20),
and 24 months (Cvcle 26) of treatment and analyzed for estradiol
using

The mean (SD) uncorrected and baseline-corrected steady-state serum estradiol concentrations,
average for Cycles 13, 20, and 26, are provided in Table 1.

Table 1. Steady-State Serum Estradiol Concentrations (pg/ml) for the Placebo and Alora®
Treatments

Treatment_ . Uncorrected Baseline-Corrected
Placebo- 9.3 (8.80) 3.2 (8.62)
Alora 0.025 mg/day 24.5 (12.35) 18.6 (12.17)
Alora 0.05 mg/day 42.6 (23.67) 35.9 (23.78)
Alora oTﬁ/gEy 56.7 (36.78) 50.1 (36.07)

-
e

Dose proi:ﬁ't;énality was evaluated using the weighted regression approach. The results of the
weighted regression analysis indicated that the average baseline-corrected steady-state serum
estradiol concentrations were proportional for systems with delivery rates of 0.025 to 0.075
mg/day.

The relationship between serum estradiol concentrations and the changes in bone mineral
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density at 1 and 2 years wés investigated using an Emax model. The mean (SD) % changes in
bone mineral density at 1 and 2 years during treatment with placebo and the 3 strengths of
Alora® are ded in Table 2.

Table 2. Mean (SD) % Changes in Bone Mineral Density at 1 and 2 years during Treatments with
Placebe and Aldra Systems

Treatment 1 Year 2 Year

Placebo -0.06 (0.50) -0.59 (0.53)
Alora 0.025 mg/day 1.43 (0.42) 1.65 (0.59)
Alora 0.05 mg/day 3.52(0.53) 4.08 (0.47)
Alora 0.075 mg/day 4.34 (0.46) ' 4.82 (0.61)

These data indicated an overall relationship between increased bone mineral density at 1 and 2
years and increasing dose regarding to the mean values. However, the mode! that was fitted to
the individual data at 2 years had low coefficients (* = 0.486) of determination indicating a lack of
correlation between change in bone mineral density and estradiol concentrations. (Figure 1).
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Figure 1. Agreement between the Observed Data and the Fitted Emax Function for Changes in
Bone Mineral Density Data
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Q. What is the-basis for selecting BMD as a biomarker?

Osteoporosis is a metabolic bone disease that affects mainly the elderly. Estrogen deficiency
resulting from menopause leads to an earlier onset of the disease in women compared to men.
Particularly striking is the rapid decline in bone mineral density (BMD) seen in predominantly



cancellous bane found in the vertebrae. The progressive loss of bone mass eventually leads to
fracture that is fhe clinical endpoint for osteoporosis.
v 7

Q. What is the dose-concentration relationship?

Previously; the Bose proportionality of the strengths 0.05 mg/day, 0.075 mg/day, and 0.1 mg/day
(ES4004) was assessed. It was pointed out previously (NDA 20-655 review) that strict dose
proportionality between the three systems was not observed due to the large variability in
estradiol pharmacokinetics and baseline (endogenous) estradiol. .

In this application, dose proportionality of the strengths 0.025 mg/day, 0.05 mg/day and 0.075
mg/day was evaluated in a Phase lil clinical trial (Protocol 1996023). Study 1996023 was a
double-blind, double-dummy, randomized, placebo-controlied, paraliel, muiti-center, dose-ranging
study of 24 months’ duration in postmenopausal women. Patients were assigned to one of the
following 4 treatment groups_according to a previously established randomization code: (12
Estradiol 0.025 mg/day (9 cm?® system) and placebo (18 cm® system); (2) 0.05 mg/day (18 cm
system) and placebo (9 cm? system); (3) 0.075 mg/day (18 cm? and 9 cm? active systems); or (4)
placebo (18 cm? and 9 cm? placebo system). Each system was worn for about 3.5 days. Each 28-
day treatment was referred to as a cycle. Each patient was to undergo 26 consecutive cycles
during this 2-year study.

Serum was harvested from blood samples collected prior to the start of treatment, and after 12,
18, and 24 months of treatment. These assessment times coresponded to the end of Cycles 13,
20, and 26, respectively. Blood samples were collected at any time within the 3.5-day interval.
The time of blood collection and the date and time of application of the last system were recorded
to permit calculation of the interval between system application and blood sampling. Serum
samples were analyzed for estradiol using ————=m——mas

A total of 355 patients were enrolled into this study. Data from 34 of the patients were excluded
from the analysis because one or both systems were not adhered at the time of blood sampling,
the interval between system application and blood sampling exceeded 100 hour, or the patients
were taking additional forms of estrogen replacement therapy at the time of blood sampling. A
total of 321 patients had serum estradiol concentration data at baseline.

Statistical comparison of the baseline-adjusted serum estradiol concentrations on the first,
second, third and fourth day of application did not identify any significant differences (p>0.05)
between application days for any of the treatment groups. The differences in paired baseline
adjusted serum estradiol concentrations at Cycle 13 and Cycle 20, and Cycle 13 and Cycle 26
were not statistically significant (p>0.05) for any of the treatment groups. The steady-state was
attained by Cycle 13 and sustained to Cycle 26 for baseline-adjusted estradiol concentrations.
The mean (SD) serum estradiol concentrations for the placebo and 3 Alora treatments in the
prevention of osteoporosis trial are given in Table 4. The numbers of patients who contributed to
the mean calculations are shown as well.

Table 4. Mean (SD) Serum Estradiol Concentrations at Baseline and During Treatments with
Placebo and Alora Systems

Time Descriptive Statistic Placebo Alora Alora Alora
0.025 mg/day | 0.050 mg/day | 0.075 mg/da
Baseline « Mean (SD) 6.3 (2.82) 6.4 (3.10) 6.7 (3.73) 6.6 (3.62)
NOnber of Patients 79 81 78 83
Cyde%?" - Mean (SD) 8.7 (6.98) 25.0 (11.49) | 40.5(22.58) | 54.9 (32.74)
Number of Patients 59 45 47 46
Cycle 20 Mean (SD) 8.2 (3.45) 246 (11.64) | 42.5(19.84) | 61.9(33.92)
Number of Patients 50 41 44 40
Cycle 26 Mean (SD) 10.9 (12.71) | 23.8(14.23) | 45.0(28.11) | 53.8 (42.94)
Number of Patients 58 38 45 45
_
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According to tg sponsor, a test for overall dose proportionality of average, baseline-adjusted,
steady-state sayuni concentrations for each individual patient was performed using the weighted
regression approach. The quadratic term, ¢, in the following equation was tested to determine if it
differed sign‘rﬁca-qﬂy from zero:

Y = a + b(dose) + c(dosez)

where Y was the mean estradiol concentration at steady state (Cycles 13, 20, and 26) for each
individual patient. Similarly, the intercept term, a, in the following equation also was tested to
determine if it differed significantly from zero:

Y = a + b{dose)

The results of the statistical analysis of the average baseline-adjusted steady-state serum
concentration data are summarized in Table 5.

Table 5. Weighted Regression Analysis of the Dose Proportionality Data in the Evaluable
Population

Test Variable Parameter | SE | P-value | Conclusion
Estimate
1.32 11.06 | 0.8049 | Linearity Achieved
0.65 0.54 | 0.2300
0.00 0.01 | 0.9943
1.40 3.54 | 0.6934 | Dose Proportionality

065 | 0.08 [0.0007 | Achieved

Step 1: Test for
Linearity

Step 2: Test for
Dose Proportionality

ol s|o T

The results showed that both the coefficient of the quadratic term, ¢, and the intercept term, a,
were not significantly different from zero (p>0.05), indicating that serum estradiol concentrations
were dose proportional for systems with delivery rates of 0.025 to 0.075 mg/day.

Q. What are the characteristics of the exposure-response relationships for efficacy?

The decline in endogenous estradiol production that occurs at menopause leads to an
accelerated loss in bone mineral density and to the development of postmenopausal
osteoporosis. The relationship between the average, baseline-adjusted, steady-state serum
concentration (C ) and absolute changes in bone mineral density (R ) was investigated using the
Emax model.

R = EmaxeC/(Ce50 + C) + PR

Where Emax was the maximum response achieved, C¢50 was the serum concentration
producing 50% of the maximum effect, and PR is the placebo response. The placebo response,
PR, was set as 3 fixed variable equal to the average change in bone mineral density for the
placebo group only (PR = -0.0053).

The mean (SD) % changes in bone mineral density at 1 and 2 years during treatment with
placebo and the 3 strengths of Alora are provided in Table 2. These data indicate a dose-
response relationship in the mean data at 1 and 2 years. Non-linear regression results for the
Emax model are given in Table 6.

-
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Tablé_s.' Non-Linear Regression Results of Emax Model (Evaluable Population)

Dependent Vageble ° Parameter | Estimate | SE 95% Cl__ | p-value | Model R®
Change in Bone Mineral { Emax 0.0610 0.0122 | (0.0368, | <.001 0.49
Density (g/cm?)". 0.0852)
- Ce50 11.9063 | 8.5573 | (-5.0235,
28.8361)

. Note that SE and 95% C! were based on asymptotic variances from non-linear regression approach.

The model that was fitted to the individual data at 2 years had low coefficients of determination
indicating a lack of correlation between change in bone mineral density and doses.

B. General Biopharmaceutics

&, Are the 0.025 my/day strengih batcnes used in the clinical tiial bivequivalent to the to-be-
tnarketed products?

i comparison betwaen ihe (1¢S5 mg/day sirength batches usad in the osteoporosis study
{Protocol no. 1996023} and io-be-markztad products is Jdiven in Table 3. The .cmmmmmmm——==

— were used in clinicas irial batches (267163 and Y7Z2134)
and to-be-mnarketed products, respectively. The Alora ]

r
C

Table 3. Comparison between System used in Phase Ill Osteoporosis Clinical Study No.
1996023 and To-Be-Marketed Products

Component Solution Percent | [~ —’ Note
by Weight
Target | Range
(%) (%)
Estradiol, USP  r——— —
—_— T -] Clinical Trial Batches (962163
—_ J— and 972184) used  ———

| - e To-Be-Markated
T — Products used

Sorbitan e

MonoQOleate, Nk~ -

Total - - | - ~—

The 0.025 mgld& strength used in the clinical trial are considered to be bioequivalent to those to-

be-marketed products based on two reasons although a formal BE trial has not been conducted.

First, the drug'substance. components, and quantitative composition of the estradiol transdermal
system, 0.025 mg/day strength, are identical to the currently approved dosage strengths with the
exception of the system size.

Secondly, It has been shown that the 0.05 mg/day strength manufactured with the ===

(clinical) and * == (to-be-marketed) versions of the e were bioequivalent
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION See OMB Stalement on page 2.

Form Approved: OMB No. 0910-0338
Expiration Date: March 31, 2003

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE , | APPHICATIONNUMBER
(Title 21, Code-of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

DATE OF SUBMISSION
October 19, 2001

NAME OF APPLICANT -
Watson Laboratories, Inc. - -

TELEPHONE NO. (include Area Code)
(801) 588-6200

FACSIMILE (FAX) Number (include Area Code)
(801) 583-8135

and U.S. License number if previously issued):

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code,

AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
ZIP Code, telephone & FAX number) IF APPLICABLE

417 Wakara Way
Salt Lake City, Utah 84108

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued), 21-310

ESTABLISHED NAME (e.g., Proper name, USPAUSAN name) Estradiol PROPRIETARY NAME (trade name) IF ANY Alora® Estradlol Transdermal
Transdermal System (EMTDS) System

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) Estra-1,3,5 (10)-triene-3, 17-diol CODE NAME (if any) None -

DOSAGE FORM: Transdermal System | STRENGTHS: 0.025, 0. 05 0.075 and 0.1 mg/day | ROUTE OF ADMINISTRATIdN- Transdermal

(PROPOSED) INDICATION(S) FOR USE: Treatmentofmederate-to-severe vasomotor symptoms associated wnth menopause. Treatment of
vulval and vaginal atrophy. Treatment of hypoestrogemsm due-o hypogonadism, castration or pAmary ovarian failure. Prevention of
postmencpausal osteoporosis.

APPLICATION INFORMATION L

APPLICATION TYPE ‘ ] :
(checkone)  ®NEW DRUG APPLICATION (21 CFR 314150) O ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE B 505 (b)(1) 0O 505 (b)2)

IF AN ANDA, or 505(b)(2), iDENTIFY THE REFERENCE LISTED DRUG PRODUCT ‘THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application

~ L g

o A.MENDMéNTMTO A PENDING APPLICATION T RESUBMISSION
3 ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 EFFICACY SUPPLEMENT

) ORIGINAL APPLICATION -
3 ANNUAL REPORT

TYPE OF SUBMISSION (check one)
O PRESUBMISSION

) LABELING SUPPLEMENT B CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISS|ON:;

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY g CBE O CBE-30 O Prior Approval (PA)

REASON FOR SUBMISSION Response to Request for Information

PROPOSED MARKETING STATUS (check one} & PRESCRIPTION PRODUCT (Rx} O OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 l THIS APPLICATION IS R PAPER O PAPER AND ELECTRONIC O ELEGTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g., Final dosage form, Stabfiity/testing)
conducted at the site. Piease indicate whether the site lsveadyforinspecﬁonor if'not, when it will be ready.

See Attached

,

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

NDA #20-655 Alora

FORM FDA 356h (4/00) PAGE 1




This apblication contains the following items: (Check all that apply)

1. index

Labeling (check one) {1 Draft Labeling (7 Final Printed Labeling

2
3. Summary (21 CFR 314.50(c))
4

Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50(e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA’s request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Nonglinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d}2); 21 CFR 601.2)

Human phamacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical data section (e.g., 21 CFR 314.50(d)(5), 21 CFR 601.2)

5
6
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

Safety update report (e.g., 21 CFR 314.50(d)}(5)(vi}(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)6), 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFF;601.2)

12. Case report forms (e.g., 21 CFR 314.50(f}2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b}(2) or (j}(2)(A)

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306(k)(1))

17. Field copy certification (21 CFR 314.50(k)3))

18. User Fee Cover Sheet (Form FDA 3397)

O|0|00|00|00)|00|000/0000xX OO0

19. Finandial Information (21 CFR Part 54)

20. OTHER (Specify)

a

CERTIFICATION

including, but not limited to the following:

. Good manufacturing practice regulations in 21 CFR Parts 210, 211or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.

. Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314,97, 314.99,
. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81. s

. Local, state and Federal environmental impact laws.

NooawNa

product until the Drug Enforcement Administration makes a final scheduling decision.

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. 1 agree to submit safety update reports as provided for by regulation or as
requested by FDA. {f this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,

and 601.12.

If this apphwhon applies to a drug product that FDA has proposed for scheduling under the Controlied Substances Act, | agree not to market the

The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate..

Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.
Sl URE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
Dorothy A. Frank, M.S., RA.C. October 19, 2001
A 4/{,0 w Executive Director, Regulatory Affairs
RESS (. . State, and ZIP Code) : ' TELEPHONE NUMBER
417 Wakara ' (801) 588-6200
i 84108

instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing

this burden to:

Department of Health and Human Services An agency may not conduct or sponsor, and a
Food and Drug Administration person is not required to 'respond to, a coflection of
CBER, HFM-99 information unless it displays a curently valid OMB
1401 Rockville Pike control number. .

Rockville, MD 20852-1448

Public reporting burden for this collection of infor'mation is estimated to average 24 hours per response, including the time for reviewing

the collection of

information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggesbons for reducing

FORM FDA 356h (4/00)

PAGE 2




@ WATSON  DUPLICATE

» Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc. /\/ — 000~ g Z_
May 11, 2001

John K. Jenkins, M.D., Director

Division of Metabolic and Endocrine
Drug Products (HFD- 510)

CDER, Document Room 14-B-19

U.S. Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re: NDA 21-310 Alora® Estradiol Transdermal System, 0.025 mg/day, 0.05 mg/day,
0.075 mg/day and 0.1 mg/day
Revised labeling

Dear Dr. Jenkins:

Reference is made to the telephone conversation on May 2, 2001 between Randy Hedin from
DMEDP and Dorothy Frank from Watson Laboratories, Inc. During this conversation, Mr. Hedin
requested an electronic copy of the labeling in Microsoft Word and requested that Watson amend
the labeling to include only the changes related to the osteoporosis indication. Mr. Hedin said
that the additional changes made to the label unrelated to the osteoporosis indication could not be
reviewed by DMEDP, and that they should be submitted to DRUDP for consideration. As
requested enclosed with this submission are the following items:

e Amended Package Insert

Annotated Package Insert showing the changes from the current commercial label

Amended Patient Information Leaflet

¢ Annotated Patient Information Leaflet showing the changes from the current commerc1al
label

e CD-ROM containing electronic copies of the labeling

If you have any questions or need any additional information, please feel free to contact me by
telephone at (801) 588-6200 or by fax at (801) 583-8135.

Sincerely,

: APPEARS THIS WAY

Dorothy A. Frank, M.S.,, R A.C. ON ORIGINAL-
Director, Regulatory Affairs

Research Park, 417 Wakara Way, Salt Lake City, UT 84108 - Tel: 801/588-6200 - Fax: 801/583-6042



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

Expiration Date: March 31, 2003
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601 )

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Watson Laboratories, Inc. May 11, 2001

TELEPHONE NO. (inciude Area Code) FACSIMILE (FAX) Number (Include Area Code)

(801) 588-6200 (801) 583-8135

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number il previously issved): ZIP Code, telephone & FAX number) IF APPLICABLE

417 Wakara Way

Salt Lake City, Utah 84108

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER {if previously issued) 21-310

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) Estradiol PROPRIETARY NAME (irade name) IF ANY Alora® Estradiol Transdermal
Transdermal System (EMTDS) System
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (/f any) Estra-1,3,5 (10)-triene-3, 17-diol CODE NAME (If any) None

DOSAGE FORM: Transdermal System | STRENGTHS: 0.025, 0.05, 0.075 and 0.1 mg/day | ROUTE OF ADMINISTRATION. Transdermal

(PROPOSED) INDICATION(S) FOR USE: Treatment of moderate-to-severe vasomotor symptoms associated with menopause. Treatment of
vulval and vaginal atrophy. Treatment of hypoestrogenism due to hypogonadism castration or primary ovarian failure. Prevention of
Fostmenopausal osteoporosis.

APPLICATION INFORMATION

APPLICATION TYPE
(check one) & NEW DRUG APPLICATION (21 CFR 314.50) 0O ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE B 505 (b)(1) 0O 505 (b){(2)

IF AN ANDA, or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug ’ ’ Holder ot Approved Application

TYPE OF SUBMISSION (check one} [0 ORIGINAL APPLICATION & AMENDMENT TO A PENDING APPUCATION O RESUBMISSION
{0 PRESUBMISSION 30 ANNUAL REPORT O ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 EFFICACY SUPPLEMENT

[0 LABELING SUPPLEMENT O CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [0 OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION.

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O CBE 0 CBE-30 0 Prior Approval (PA}

REASON FOR SUBMISSION To provide revised draft labeling

PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (Rx) 00 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS O PAPER & PAPER AND ELECTRONIC 0O ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufactuiing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, conact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g., Final dosage form, StabifityAesting)
conducted at the site. Please indicate whether the site is ready for inspection o, if not, when it will be ready.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the cdne‘ﬁt application)

NDA #20-655 Alora

s

FORM FDA 356h (4/00) ‘ PAGE 1



This application contains the following items: (Check all that apply)

1.  Index

Labeling (check one} X Draft Labeling [ Final Printed Labeling

2
3. Summary (21 CFR 314.50(c))
4

Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50(e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))

Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

Wl Nl @

Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b)(2) or (j)(2)(A)

15. Establishment description (21 CFR Part 600, if applicable)

16. Debamment certification (FD&C Act 306(k)(1))

17. Field copy certification (21 C'R 314.50(k)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

U|0{0|00,0|00/0/0000000/00000|IRX

20. OTHER (Specify)

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. if this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:
1. Good manufacturing practice regulations in 21 CFR Parts 210, 211or applicable regulations, Parts 606, and/or 820.

. Biological establishment standards in 21 CFR Part 600. .
. Labeling regutiations in 21 CFR Parts 201, 606, 610, 660 and/or 809.
. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
. Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314 99, and 601.12.
. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

Local, state and Federal environmental impact laws.
If this apphcat:on applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate:

LA WN

\‘

Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.
SIGN. E OF RESPONSIBLE OFFOCIAL OR AGENT TYPED NAME AND TITLE DATE -
Dorothy A. Frank, M.S., RA.C. May 11, 2001
/t% Director, Regulatory Affairs
ADDRESS (Street, @ State, and ZIP Code) . TELEPHONE NUMBER
417 Wakafa Wa (801) 588-6200
| Salt Lake Citv, Utah, 84108

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden to:

Department of Health and Human Services An agency may not conduct or sponsor, and a
Food and Drug Administration person is not required to respond to, a collection of
CBER, HFM-99 information unless it displays a currently valid OMB
1401 Rockvilie Pike control number.

Rockville, MD 20852-1448

FORM FDA 356h (4/00) PAGE 2
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DUPLICATE
WATSON

Laboratories, Inc.
A Subsidiary of Watson Pharmaceuticals, inc.

May 11, 2001 -
A ‘N 0P suJ
John K Jenkins, M.D., Director ORIG AMENDMENT
Division of Metabolic and
Endocrine Drug Products, HFD 510
Center for Drug Evaluation and Research
Document Room 14B-10
U.S. Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

MAY 14 2001

RE: NDA #21-310: Alora® Estradiol Transdermal System, 0.025 m;g/day, 0.05
mg/day, 0.075 mg/day
Amendment — 120 day safety report

Dear Dr. Jenkins:

In accordance with 21 CFR 314.50(d)(5)(vi)(b) and section 505(1) of the act, Watson
Laboratories, Inc. is submitting this correspondence to fulfill the requirement for
submission of a 120-day Safety Update for NDA #21-310.

There is no new safety information regarding this product.

If you have any questions or comments regarding the information provided, please do
not hesitate to contact me by phone (801) 588-6200 or fax (801) 583-8135.

Sincerely,
Dorothy A. Frank, M.S., R A.C. APPEARS THIS WAY

Director, Regulatory Affairs ON ORIGINAL

Research Park, 417 Wakara Way, Salt Lake City, UT 84108 - Tel: 801/588-6200 - Fax: 801/583-6042
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‘, FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Watson Laboratories, inc. May 11, 2001
TELEPHONE NO. (Inciude Area Code) FACSIMILE (FAX) Number (Inciude Area Code)
(801) 588-6200 (801) 583-8135
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE
417 Wakara Way
Salt Lake City, Utah 84108

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-310

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) Estradiol PROPRIETARY NAME (trade name) IF ANY Alora® Estradiol Transdermal
Transdermal System (EMTDS) System
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (¥ any) Estra-1,3,5 (10)-triene-3, 17-diol CODE NAME (If any) None

DOSAGE FORM: Transdermal System | STRENGTHS: £.025, 0.05, 0.075 and 0.1 mg/day | ROUTE OF ADMINISTRATION: Transdermal

(PROPOSED) INDICATION(S) FOR USE: Treatment of moderate-to-severe vasomotor symptoms associated with menopause. Treatment of
vulval and vaginal atrophy. Treatment of hypoestrogenism due to hypogonadism, castration or primary ovarian faiture. Prevention of
postmenopausal osteoporosis. ‘

APPLICATION INFORMATION

APPLICATION TYPE
(check one) RINEW DRUG APPLICATION (21 CFR 314.50) -0 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE B’ 505 (b)(1) 0 505 (b)(2)

IF AN ANDA, or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approved Application - ’

TYPE OF SUBMISSION (check one) O] ORIGINAL APPLICATION . B AMENDMENT TO A PENDING APPLICATION O RESUBMISSION

0 PRESUBMISSION ) ANNUAL REPORT 0 ESTABUSHMENT DESCRIPTION SUPPLEMENT ] EFFICACY SUPPLEMENT
[J LABELING SUPPLEMENT 3 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT 0 OTHER

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION. -

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY O ¢t 0O CBE-30 [0 Prior Approval (PA)

REASON FOR SUBMISSION 120 day safety report

PROPOSED MARKETING STATUS (check one) & PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS & PAPER O PAPER AND ELECTRONIC [] ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Indude name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g., Final dosage form, Stability/testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Cross References (fist related License Appfications, INDs, NDAs, PMAs, 510(k}s, IDEs, BMFs, and DMFs referenced in the current application)

NDA #20-655 Alora

FORM FDA 356h (4/00) PAGE 1
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This application contains the following items: (Check all that apply)

1. index

Labeling (check one} [ Oraft Labeling {0 Final Printed Labeling

2
3. Summary (21 CFR 314.50(c))
4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)}(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50(e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Nonclinical pharmacology and toxicology section {e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

Human pharmmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical data section {e.g., 21 CFR 314.50(d){5); 21 CFR 601.2)

5
6
7. Clinical Microbiolcgy (e.g., 21 CFR 314.50(d)(4))
8
9

Safety update report (e.g., 21 CFR 314.50(d)(5)(vi}(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d}(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f}(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b)(2) or (j}{2)(A)

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306(k)(1))

17. Field copy certification (21 CFR 314.5Ck)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial information (21 CFR Part 54)

IO 0000000000000 0000Oo|o

20. OTHER (Specify) 120 day safety report
CERTIFICATION
| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warmnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:
1. Good manufacturing practice regutations in 21 CFR Parts 210, 211or applicable regulations, Parts 606, and/or 820
2. Biological establishment standards in 21 CFR Part 600.
3. Labeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.
4. inthe case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
5. Regulations on making changes in application in FD&C Act Section S06A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
6. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
7. Local, state and Federal environmental impact laws.
if this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a finat scheduling decision.
The data and information in this submission have been review and, to the best of my knowiedge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.
SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
< Dorothy A. Frank, M.S., RA.C. May 11, 2001
/,'Al[/u , .{ ] () 0 . 9M Director, Regulatory Affairs ] .
ADDRESS (Street, City, State, and ZI¥ Code) - TELEPHONE NUMBER
417 Wakara Way . (801) 588-6200
| Sait Lake Citv, Utah, 84108 z

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden to:

artment of Health and Human Services An agency may not conduct or sponsor, and a '
«d and Drug Administration person is not required to respond to, a coliection of
UBER, HFM-99 information unless it displays a cutrently valid OMB

1401 Rockville Pike control number.

Rockville, MD 20852-1448

FORM FDA 356h (4/00) PAGE 2
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q @ WATSON

» Laboratories, Inc.

A Subsidiary of Watson Pharmaceuticals, Inc.

February 14, 2000

John K. Jenkins, M.D., Director
Division of Metabolic and Endocrine
Drug Products (HFD- 510)
CDER, Document Room 14-B-19
U.S. Food and Drug Administration
5600 Fishers Lane (e e
Rockville, MD 20857 M

Re: NDA 21-310 Alora® Estradiol Transdermal System, 0.025 mg/day, 0. 05 o -.55
' mg/day, 0.075 mg/day and 0.1 mg/day ) 1o eIs
NOP\ 9

! /’b,'
- vVOR
Dear Dr. Jenkins: ’2/_‘9

In accordance with the Federal Food, Drug, and Cosmetic Act, Watson Laboratories,
Inc. is submitting an amendment to our New Drug Application for a new system size and
indication for Alora Estradiol Transdermal Systems. Alora is also subject of our NDA
— that was reviewed and approved by the Division of Reproductive and Urologic
Drug Products. Three dosage strengths, 0.05 mg/day, 0.075 mg/day, and 0.1 mg/day
are approved in NDA —— for the treatment of moderate to severe vasomotor

symptoms associated with menopause.

This amendment is submitted to withdraw the words ————————— from the
indication proposed in our original submission for 0.025 mg/day, 0.05 mg/day, 0.075
mg/day, and’0.1 mg/day Alora Estradiol Transdermal Systems. The new proposed
indication is “prevention of postmenopausal osteoporosis”. :

If you have any questions or need any additional information, please feel! free to contact
me by telephone at (801) 588-6200 or by fax at (801) 583-8135. z

Sincerely,
VI S L .
o 7 T - .
‘ PEVIEWS COMPLETED [omy 3

Dorothy A. Frank, M.S., RA.C. .
Director, Regulatory Affairs '

TIEE AL Yol £ 3 ey

o — |
“ (7{1 £{Y

B e

Desk copy: Randy Hedin

L \mnu-m-;...mu“ A et .

Research Park, 417 Wakara Way, Salt Lake City, UT 84108 . Tel: 801/588-6200 - Fax: 801/583-6042
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DEPARTMENT OF HEALTH AND HUMAN SERVICES <oiration Daie.
FOOD AND DRUG ADMINISTRATION geg‘g;;g é’, ;f‘; m’::{f;,;, -z) ;.g.zoga
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
LD OR LODOraones., inG. CooTuary ek 2
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
:501) 588-6200 sy BE3-8138
APPLICANT ADDRESS (Number, Street, City, State. Country, ZIP Code or Mail Code. AUTHORIZED U.S. AGENT NAME & ADDRESS (Number. Street. City. State.
and U.S. License number if previously issued}: ZIP Code, telephone & FAX number) (F APPLICABLE

417 Wakara Way
Sall Lake City, Utah 84108

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (/f previously issued) .. :

ESTABLISHED NAME (e.g.. Proper name, USP/USAN name) 12s1i23i0! PROPRIETARY NAME (trade name) IF ANY /ioia -t ichae
r1ansdermal Svstem (EMTDS) onien

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (/f any) ictrc-1.0 U PG e o 7= CODE NAME (Iifany) b 7

DOSAGE FORM: Transdermal System | STRENGTHS: 0.028. .05 G.07% &nd &1 mg/day | ROUTE OF ADMINISTRATION: ‘1o oon

A e

(PROPOSED) INDICATION(S) FOR USE: Treatment of mogerate-to-savere vasomastor svmptoms associated with menopsuse. 1ot
sulval and vaginal atrophy. Treatment ot hypoestrogenism aue 10 hypogonaaism. castration or primary ovaiian 1aiure. Frevetion
postmenopausal osteoporosis . . e e e

APPLICATION INFORMATION

APPLICATION TYPE
(check one) ® NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314 94)

0O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

iF AN NDA. IDENTIFY THE APPROPRIATE TYPE ® 505 (b)(1) 0 505 (b)(2)

IF AN ANDA. or 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approved Application

TYPE OF SUBMISSION (check one) O ORIGINAL APPLICATION ® AMENDMENT TO A PENDING APPLICATION O RESUBMISSION

O PRESUBMISSION O ANNUAL REPORT [0 ESTABLISHMENT DESCRIPTION SUPPLEMENT 0O EFFICACY SUPPLEMENT
) LABELING SUPPLEMENT O CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [} OTHER

iIF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION.

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY 0 CBE 0 CBE-30 O Prior Approval (PA) ¥

REASON FOR SUBMISSION i ¢ 1exvisg inaicailon

PROPOSED MARKETING STATUS (check one} & PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED - THIS APPLICATION IS R PAPER O PAPERAND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of alt manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name.
address, contact, lelephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g.. Final dosage form, Stabilityftesting)
conducted at the site. Please indicate whether the site is ready for inspection or, if not. when it will be ready.

tee ettached

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

L
FORM FDA 356h {(4/00) ' PAGE 1
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This application contains the following items: (Check all that apply)

1. Index

2. Labeling (check one) [ Draft Labeling {7 Final Printed Labeling

3. Summary (21 CFR 314.50(c))

4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50(e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA’s request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))

Clinical data section (e.g., 21 CFR 314.50(d)}(5); 21 CFR 601.2)

ol ol Nl o o

Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)}(b); 21 CFR 601.2)

10. Statistical section (e.g., 2t CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50(f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355(b)(2) or (j)(2)(A)

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306(k)(1))

17. Field copy cettification (21 CFR 314.50(k)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

X0 0|00000|00/00|0|0|0|0)00|00|0|0

20. OTHER (Specify) 7T« ovise naicaiion

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
inctuding, but not limited to the following:
1. Good manufacturing practice regulations in 21 CFR Parts 210, 211or applicable regulations. Parts 606, and/or 820.
. Biological establishment standards in 21 CFR Part 600.
. Labeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 2t CFR 202.
. Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
7. Local, state and Federal enviranmental impact laws.
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the

product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been review and. to the best of my knowledge are certified to be true and accurate.

oA WN

Warning: A willfuily false statement is a criminal offense, U.S. Code, title 18, section 1001.

S|GNATUF§E OF RE§PONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
N : Derothv A Frank. M.S. RA.C. AR
‘,/\ZAA,( 7[‘%) %"‘\ l) 940»/¢ Sirecic:. Regulatery Aifairs

ADDRESS (Street, City. State, and ZIP Code) _ TELEPHONE NUMBER

417 Wakara Way ) ' SI0N ORI

Solbane et kg 24108 i

Pubtlic reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regardmg this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden to:

aartment of Health and Human Services An agency may not conduct or sponsor, and a
»H and Drug Administration person is not required to respond to, a collection of
BER. HFM-99 information unless it disptays a currently valid OMB

1401 Rockville Pike control number.

Rockville, MD 20852-1448
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MEMORANDUM
Re: NDA 21-310, Alora Estradiol Transdermal System, Final Labeling
Date: April 4, 2002
Referenced Document: Response to Approvable Letter, February 5, 2002, N0OOO AL.
Medical Officer: Patricia R. Beaston-Wimmer, M.D., Ph.D.
Medical Team Leader: Eric Colman, M.D.
The revised proposed label has been reviewed in full. Watson has incorporated the
suggestions from this Medical Reviewer into the osteoporosis section. The changes made

in reference to the indication for postmenopausal osteoporosis are acceptable.

The remainder of the label has been negotiated with the Division of Urologic and
Reproductive Drug Products (HFD-580).

Aoy e



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Patricia Beaston-Wimmer
4/4/02 02:25:46 PM
MEDICAL OFFICER

Eric Colman
4/8/02 08:34:37 AM
MEDICAL OFFICER
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@) WATSON DUPLICATE

A Subsidiary of Watson Pharmaceuticals, inc.

16 October, 2001

Division of Metabolic and Endocrine Drug Products (HFD- 510)
Center for Drug Evaluation and Research

U.S. Food and Drug Administration

Document Room 14-B-19

5600 Fishers Lane

Rockville, MD 20857

f‘ ! A ok -
GG AMENDMEN

RE: NDA 21-310, Alora® Estradiol Transdermal System, 0.025 mg/day, 0.05 mg/day,
0.075 mg/day and 0.1 mg/day

In response to telephone inquiries on October 1 and 4 of this year by Dr. Wei Qiu regarding

the biopharmaceutical review of NDA 21-310, we are providing the following clarifying

information, and amending the proposed labeling. The details are provided below.

A. Dr. Qiu requested clarification regarding the calculations in Table 4 (page 27 in volume
6.01 of the NDA). In response to that question, we are providing herewith an amended
copy of Table 4 (the values have not changed, but a typographical error was corrected in
Step 1: the description of variable “c” was “Dose”, when it should have been “Dose™”. Dr.
Qiu also inquired about the value of 0.65 reported for “Dose” (slope) shown in Step 2; we
are providing the following explanation for that value: ‘ '

In the analysis of the dose proportionality data we did not attach any significance to the
numerical value of the slope but simply tested to see if the coefficient of.the quadratic
term in the quadratic equation and the intercept in the linear equation wer€ significantly
different from zero. In Table 4 the dose (or more accurately the daily rate) was
expressed in pg/day hence the value of 0.65 but the units in this case do not make a
great deal of sense (i.e. pgml'-pg'-day). Using the same mass units, the slope value
(which essentially represents 1/clearance) would be 6.5 x 107 ml"-day. The clearafice
value calculated from the slope is 64.1 L/hr which is in close agreement with the values
estimated from other studies (see: Draft Labeling, Table 1).

B. Dr. Qiu inquired regarding the source of the data, in Table 2 of the proposed insert, labeled.
as “Study 17 and “Study 2”. Watson’s response follows:

Studies 1 and 2 in Table 2 refer to Protocols E94001 and E94002, respectively, that
were included in the original NDA for Alora in the treatment of menopausal symptoms
(NDA 20-655). The values reported for the two studies were derived from the
individual serum level datalisted in the Pharmacokinetic Section of NDA 20-655 in
Volume XXV (Study 1; Protocol E94001; Appendix C) and Volume XXVI (Study 2:
Protocol E94002; Appendix C). With the addition of the new strength of Alora it was
believed that this data presented in a tabular format would add clanty to the

Research Park, 417 Wakara Way, Sait Lake City, UT 84108 . Tel: 801/588-6200 - Fax: 801/583-6042



@

pharmacokineticsr and delivery of estradiol from the different available dosage

strengths.
C. The proposed insert contains, directly under Figure 3, the statement, '.'/’
- : . N ) :
| Ms. Qiu requested clarification of the source of the number

.

The number — was incorrectly transcribed from an earlier draft report for evaluable
subjects, and has now been corrected to — subjects. This number represents the
number of evaluable patients in the study.

After careful consideration we would propose the following change to the draft
labeling, to more clearly and accurately represent the data referring to dose
proportionality (under Figure 3):

] , ]

We trust this provides sufficient clarification of Dr. Qiu’s questions to permit continued
review of this NDA. If you have any questions or need any additional information, please feel
free to contact me by telephone at (801) 588-6200 or by fax at (801) 583-8135.

Best Regards,

/(Q@Wg ﬁ(ﬂu/é/.?

Dorothy A. Frank, M.S.,, R A.C.
Executive Director, Proprietary Regulatory Affairs

APPEARS THIS WAY
0N ORIGINAL

NDA 21-310: Alora Osteoporosis Page 2 of2
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

iration Date: h
FOOD AND DRUG ADMINISTRATION Eszxegouog Staatgmr;rin i;,g.’:og:i

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Watson Laboratories, Inc. October 16, 2001
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (indlude Area Code)
(801) 588-6200 (801) 583-8135
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mai Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, Ciy, State,
and U.S. License number if previously issued): ZIP Code, telephone & FAX number) If APPLICABLE
417 Wakara Way
Salt Lake City, Utan 84108

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-310

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) Estradiol PROPRIETARY NAME (trade name) IF ANY Alora® Estradiol Transdemmal
Transdermal System (EMTDS) System
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) Estra-1 ,3;5 (10)-triene-3, 17-diol CODE NAME (If any) None

DOSAGE FORM. Transdermal System | STRENGTHS: 0.025, 0.05, 0.075 and 0.1 mg/day | ROUTE OF ADMINISTRATION: Transdermal

(PROPOSED) INDICATION(S) FOR USE: Treatment of moderate-to-severe vasomotor symploms associated with menopause. Treatment of
vulval and vaginal atrophy. Treatment of hypoestrogenism due to hypogonadism, castration or primary ovarian failure. Prevention of
postmenropausai osteoporosis. . -

APPLICATION INFORMATION

APPLICATION TYPE )

{check one) ® NEW DRUG APPLICATION (21 CFR 314.50) O ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.04)

O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE B 505 (b)X1) 0O 505 (b)}2)

{F AN ANDA, or 505(bX2). 'IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approved Application

TYPE OF SUBMISSION (check one) O ORIGINAL APPLICATION [0 AMENDMENT TO A PENDING APPLICATION [0 RESUBMISSION

[J PRESUBMISSION @ ANNUAL REPORT [ ESTABUISHMENT DESCRIPTION SUPPLEMENT 3 EFFICACY SUPPLEMENT
[) LABELING SUPPLEMENT O CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT ® OTHER -

IF A SUBMISSION OR PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY 0 CBE 0 CBE-30 O Prior Approval (PA)

REASON FOR SUBMISSION Response o Request for Information

PROPOSED MARKETING STATUS (check one) 8 PRESCRIPTION PRODUCT (Rx) O OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS R PAPER {0 PAPER AND ELECTRONIC O ELECTRONIC
ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.) e

Provide locations of all mamufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g., Final dosage fom, Stabilityftesting)
conducted at the site. Pldase indicate whether the site is ready for inspection or, if not, when it will be ready.

See Attached

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

NDA #20-655 Alora

FORM FDA 356h (4/00) PAGE 1




with respect to the rate and extent of estradiol delivery after single application of the respective
systems to the lower abdomen of healthy postmenopausal women. The sponsor received LY \m‘ P

approval to 1'se iin April 1598 {suppiemental filing NDA 20-655/8-002). ?\ QP‘\\ \
\7\\ ?"‘}(‘
C. Analytical , Z >'<
O

Q. What was the bioanalytical method used to assess serum estradiol concentrations? Has the
assay method adequately validated?

— ’ —
{
i

\_ | ]

V. Labeling

(Strikeout—text should be removed from labeling; Double underlined text should be added to
labeling; = indicates an explanation only and is not intended to be included in the labeling)

Phammacokinetics

) 1
|

10
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Weli Qiu
1/16/02 11:31:09 AM
PHARMACOLOGIST

Hae-Young Ahn
1/16/02 11:50:48 AM
BIOPHARMACEUTICS



